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filtered and washed thoroughly with EtOH/H 2 O mixture (1:1) then left to dry. In case of oily chalcones the reaction mixture was extracted with CH 2 Cl 2 (3 x 30 mL) and the combined organic layers were washed with water, dried over anhydrous MgSO 4 , evaporated under reduced pressure and used without further purification. Expression plasmids and proteins. The plasmids used to express GST-fused PKCζ were previously constructed by cloning of the full coding sequence of the atypical PKCs into the pEBG-2T vector, 3 as described by Balendran et al. 4 The GST fusion proteins were expressed in HEK293 cells (ATCC® CRL-1573™) and purified as described previously. 5
(E)-3-(4-
Chlorophenyl
5-(3-Chlorophenyl)-1-(4-chlorophenyl)-3-(4-methoxyphenyl)-4,5-dihydro-1H-pyrazole (1c). The compound was prepared by reaction of (E)-3-(3-chlorophenyl)-1-(4-
methoxyphenyl
4-(1,5-bis(4-Chlorophenyl)-4,5-dihydro-1H-pyrazol-3-yl)phenol (2b).
Protein Kinase Assays. PKCζ, PKCι and mutant PKCζ assays were done as described before. 5, 6 In brief, the inhibition assays were performed using the GST-tagged, recombinant PKCζ (0.1-0.2 µM) or PKCι (0.04 µM) with myelin basic protein (Millipore)
as an artificial substrate in the presence of 100 µM γ 32 P-ATP/Mg 2+ . After an incubation of 40 min, the reaction mixtures were spotted on P81 phosphocellulose paper (Whatman), the paper washed and the incorporated 32 P measured in a phosphoimager.
Nitrite Assay (Griess Assay). The assay was done using RAW 264.7 cells (ATCC® TIB-71™)
as previously reported. 6
Reporter Gene Assay. The assay was done using U937 cells (ATCC® CRL-1593™) transfected with the reporter gene plasmid (pGL4.32[luc2P/NF-kBRE/Hygro], Promega) as previously described. 5 
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III. Molecular modeling. The docking was basically done as previously described, 4 using Amber99 as a force field in a pharmacophore-guided docking, using the positions of 1-and 5-phenyl as in the previous docking model for the pharmacophore definition. Side chains within a distance of 8 Å were defined as flexible. The docking pose with the highest score was refined using the ligX routine with the ligand strength set to 5000.
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Figure S1
Lys301 Gln298 Leu326 Val288 αC helix Figure S1 . Model for the hypothetical interactions of the inactive compound 1h. Compound 1h (yellow) was docked into the PIF-pocket of PKCζ that was modeled based on the PKCι coordinates (PDB entry 3A8X) using MOE. Masking of the 4-hydroxyl function at the 3-phenyl resulted in a conformation in which both the H-bond interaction with Gln298 as well as the cation-π bond with Lys301 are lost.
